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[0001] ^mmn^y^^u^y-^t^mmit^m^m^^t^^m^xomm 

[0002] t^5f£, ^l7^=¥(Taiwania flousiana) fCft*i"5y^^3R'fb-&*AS#BRlR«If|i!l 
*fc, ig^(Forsythia suspense Vahl) J^ft ^StT/^y— ^ s 3E^fl)il**©*l 

[0003] #fFSnRl:«p|«5p9-12592-^# 
#WX^1:#M2003-63971-^^ 

[0005] 3*38 W#kfi, Sl^SCS^ (Taxus yunnanensis) fc*3Hi"6-f y^*'>l^W— M 
isotaxiresinol) >r^tr#fcteV^T#!RJR«I^Wf^fflfc#^J*^3li'5*a^^* 

[0006] i-fcfc>*>, 5£(D 
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5£(D 



[0008] ^ISWlifcV^-C^^/Vfcfi, 5£(1) ^CDp<^p— /WS(CH OH)C*»SXtJS 

2 

[0009] {ba-totw^n 
[ooio] ^(i)o-fb^i^*5VNT, r'^ch o-e*>5i# % -r^^(2) 



OH 

5$(2) 

W^b^^fi^y^^^W^/— Misotaxiresinol) (WTlTXtfai") T-fo^o 

toon] iTXf±am»:s^<z>«*fr(ai, *t*&, s^c, ts#<t*) u:«£*ivc*50. 
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wh?77j~, hplc& m *m v ^x^tit><t&w&mffi-rz> 0 
[0012] iTx<D*h^>mz, ^-h^ym. ^nmvi, ^v^mzm&ztixh^ 

[0013] ^J{i^-^#I^fci«ttl±3^, BS^IJ :/K?$g, ->3^, -^-yhftif ) , 

[0014] «^«^Jti^#t-b-c^bfcS^^j^s^a^fflv^n5^iM> mz.it 

^yFMcollidone), ^^^(shellac), T^t* T=TA, — $Mt^^, v'altft 

[0015] a^u ^ny^conrnKir^u^ mmi^-vxvh-^, 
[0016] *mw^frfrz>mm**£ii-tz>*>-7^M%, it^ma±n^mm^y^^ 

[0017] ^(l)cO>fk^(^S-^l:«, il^> lmg-lOOOmg/A/0-Cfe5o U^Uj^b 



WO 2005/074905 



4 



PCT/JP2005/001055 



%mm i 

[0019] &Tfc«WcJ:9#*K«r3&Mft8«o ^©3BW©3lElt0«JtJiKiiSixTV^ 
[0020] (mil) 

f^SrlIS|ft93gU^3igo*ttU«Sr&^r«£E*iKU, 7Kttttl^i52. 5g£r# 
[0021] 7KtttB^)52. '5g^500mL<D^^^^-Cttmb, ^M^W^fc 

/MS#34. lg^#fc 0 

[0022] jffiV^C* ^^^l^y-M^S^cm, S^60cm, fttMV?) : Silica gel 60 {j-jj^? 
[0023] [gl] 
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1 0— 2 0 
(*3) 


7.84 


I T X j 


8 


2 0 


1.41 
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3 0 


1 . 00 





(* 1) ^jaia^ppThjuAt^^y-jKos^STasy, 

(>K2) 1X:100mL 2%:100mL 3%:100mL 4%:100mL 5%:100ml_ 
(>K3) 12%:100mL 14%:100mL 16%:100mL 18%:100mL 20%:100mL 

[0024] iTxcom^ii, ftft^m&z.wk'^mtefrmzm'iz. mm\^fz 0 sxr 

[0025] ITX (isotaxiresinol) : M-fe^^ff^lIiMcolorless amorphous solid) 

*H NMR (CD OD), 8 6.69 (1H, d, J = 8.0 Hz, H-5'), 6.61 (1H, s, H-5), 6.52 (1H, 

3 

d, J = 2.0 Hz, H-2'), 6.50 (1H, dd, J = 2.0, 8.0 Hz, H-6'). 6.19 (1H, s, H-2), 4.67 
(2H, m, H-9), 4.67 (1H, m, H-9'), 4.66 (1H, d, J = 6.9 Hz, H-7'), 3.77 (3H, s, 
H-OMe), 3.40 (1H, dd, J = 4.3, 11.1 Hz, H-9"), 2.73 (1H, br d, J - 6.8 Hz, H-7), 
1.97 (1H, m, H-8), 1.71 (1H, m, H-8') 

13 C NMR (CD OD), 8 147.1 (C-3), 146.2 (C-3'), 145.2 (C-4), 144.6 (C-4'), 138.7 

3 

(C-l*), 134.3 (C-l), 128.9 (C-6), 122.0 (C-6'), 117.4 (C-2), 117.3 (C-2'), 116.1 
(C-5'), 112.3 (C-5), 66.0 (C-9), 62.4 (C-9'), 56.4 (C-OMe), 48.1 (C-8*), 47.8 
(C-7'), 40.1 (C-8), 33.5 (C-7) 
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[ a ] 25 +47.3° (c=0.4 in Ethanol) 

D 

ITXCOt#3a^{i^ King, F.E.; L.Jurd & King, T.J., isoTaxiresinol 
(3'-Dimethylisolariciresinol), A New Lignan extracted from the Heartwood of the 
English Yew, Taxus baccata;.J. Chem. Soc, 17-24(1952) fc|E<lc5ixfcfll3t^— 

[0026] &*5, mi ^> SIL»4"fe3>f y9y*^">/— TAX|i^^W'-/V, HYU* 

[0027] («»«f»j-K:#abj:5flH4) 

[0028] ft*ttlO|E©9yhSr— WfcUXfi'ofc. 8W! #S260-330gOfllH4'M* 

^yh»ipmsr«rttjufco wm«rw2ami«d>e,, Mem, rrxsomg/kge^bM 

) £lTX100mg/kg(7s/bft:M) £:> lSW/u^saf-^^l^fe/un— ;*-*-MJ#.&*i8*9tt£ 
mmU -t4vetb©9yM^^iSPS-^b7ho tfi^^a^n— ^(positive 
control) S^^McWu 17 0 -estradiol (WTE 2 £P&fB-r£)0. lmg/kgC^hfrfi) 

^^^n^hn— /V (negative control) tbTOVX#S:1R»t, lift?: 
fTofc (Sham) PSri&ttfco OVX#£Sham#fcf*l?;£tt&^;fcfc. 
[0029] mX&-5-BH&d>&6»|H]tfc (#PMMttW>b8Mm) » 9yHSrl*#U 

Jt^^^fc^—^^JlJIgj^Tfe (peripheral quantitative computed tomography) (pQCT 

S'J^f4> pQCT system XCT Research M (Stratec Medizintechnik GmbH, 
Germany) £&oT^hO;£«#£X^VUt 0 ^^ir/V^X(40.08 nmt, * 

1-5 mm<DffiX*4<><Dfflftffi&Z.*V>'l>t£ 0 ftffi**- K3£ft3qttE— K2H:K3eb"C, 
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[0030] 



'■1Hfift0>3oJgfi|(X-, Y-, Polar-W) (4XCT Research Series Manual Software 
Version 5.4T\ «S&&Sf#BMD£:1200 mg/cm 3 tVX, tr3tt£<fc03fc«>fco 



[0031] im.2] 

















Sham 


OVX 


E2 


ITX 100 


ITX 50 


stii (g) 


548 ± 94 


565 ± 72 


547 ± 94 


562 ± 95 


588 ± 52 




3,93 ± 0.19 


3.94 ± 0.18 


3.76 ± 0.14 


3.97 ± 0.24 


3.98 ± 0.14 


(g) 


871 ± 95 


864 ± 76 


861 ± 65 


897 ± 83 


862 ± 64 


*Bt*? (cm) 


3.59± 0.16 


3.64 ±0.18 


3.59 ± 0.15 


3.59 ± 0.22 


3.64 ± 0.05 



[0032] «*©nX100ttlOOmgjfcW«r, ITX50{250mg&^i¥£r, E2f*E2K#3¥ 

[0033] OVX£Jfc«EUt\ ITX50(DlS#fi*^ITX100O^£l#S*^lt^0Lfc^, 

[0034] ^3^ifrgdH# (proximal tibia bone)OBMC, BMD, #3St^-?:©fife©»J^^* 

[0035] C£3] 

jgttlBttPBMCX BMP. »MflM& 



Sham 



BMC (mg/mm) 
BMP (mg/cm 3 ) 



107±1.2 
744±34 



BMC (mg/mm) 
BMP (mg/cm 3 ) 



1.03 ±0.23 
250±32 



BMC (mg/mm) 
BMP (mg/cm 3 ) 
j£ft#J?? (mm) 
flRJHH* (mm) 
ftKJIIH* (mm) 



PSSI 
YSSI 
XSSI 



777 ±0.84 
1132±21 
0.59 ±0.05 
13.3 ±0.4 
7.1 2 ±0.92 



10.5±1.5 
5.62 ±1.1 3 
5.29 ±0.59 



OVX 



E2 



9.6410.63 
660139 ### 



0.8410.14 
212117 ## 



6.901 0.59 # 
1121 113 
0.51 1 0.04 m 
13.610.4 
10.510.5 ## 



8.91 10.74 # 
5.2010.70 
4.51 10.49 # 



10.510.7 * 
723138 



0.9610.17 
244153 ** 



7.5810.48 * 
1143122 * 
0.5610.03 * 
13.410.6 
9.7910.57 * 



10.1 ±1.17 
6.3611.13 * 
5.2010.56 * 



ITX 100 



ITX 50 



9.8210.37 
683121 



10.410.8 * 
707114 ** 



1.0410.15 * 
207128 



0.9910.12 
215125 



7.4010.29 
1 1 38 1 1 7 * 
0.5510.03 * 
13.610.4 
9.9710.37 * 



9.3410.70 
5.71 10.41 
4.7710.68 



7.7210.52 * 
1137114 * 
0.5810.03 ** 
13.710.5 
9.9210.54 * 



10.3510.89 ** 
6.4510.67 ** 
5.1510.62 * 
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[0036] *3fij&t^fl*©J&&IKT<E>l mm©^7^^^T-^t&5 0 

BMC (Bone mineral content) f4'fr*(*fctt#*£ft£fcl , ¥tf;h/5)£:^U BMD( 
Bone mineral density) f*#?Bft^ LTV >5 e #PPf±* ^fa-fVfOti^ 
(Student's l-test)^!^ #p<0. 05 # #p<0. 01 # # #p<0. OOlT'Sham 
Mt<DfflK^MM&foZ>^b&^l^ *frH2, ^-VhCOt^^Student's 
t-tesOO&gJ^ *p<0. 05 * *p<0. 01 * * *p<0. 00lX*OVXM b(D?3\Z 

mmm$tbz>~t&^'r 0 ti^©g^i±, ^(Dm^^^x-hmm^m^xy^ 

[0037] Shaml^JtifcUC. OVXif <D±'WtmM'W<DBMr)RU^.WW<DBMC}t^< 
ITX100i^Shami¥<£>^£> OVXS¥<!;Shami¥tf>^£J£tfci-<5^ ITX100 

ITX5Oi¥£Shaml¥0>^£, OVX»tShamP<Z>^SS:tk«^5i, ITX50PT" 
fit, OVXa^tttfcLT, £-frt&K#tf>BMD, BMCO«^*Sftjjh$n/t 0 E2f¥i 

[0038] ovxs^-eti, shami* b&m^x, ^mmm^b^mmmmmML-. 

$^*^^(ShamPtit$5EUT13. 6%^»bfc 0 dftfi, #tt«H§H6a s 5£< 

[0039] ITX50P, rrxiooircf*, ovxm^&&\^xftmmmM<Dmmmffl£1rifra 
^tt#rtffliaffiW#!R'R^»#J*nfc^tSr*bTV>* 0 -2f> ITX50P, ITX 
100I$©*H8SJ3H£«:, OVXPl-lttSEUTl^— ^fcfiifflPU Hi&*&tt#JLfc 

|S]SS(ITX50li"CttShaml^tJt|SEbT98. 3%, ITXlOO^WShaml^ittS 
LT93. 2%)-Cfoofc 0 
ITX50S¥, ITX100S¥-C«&£*xfc, rtl9i«fflS©*i*P«ift"J4:&«*i*$<z>«^ 
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[0040] — E2#T?W:#rtK*STTO#!»iRas»1liO*n*rtl-J:0^ rtllg^lSw 

bvx#KUfc«i/t9. 8%it^pLfc 0 E2m<D&witm£M'>M±®%:n, .n-ftwia 

[0041] if04&*3t(BMCtBMD) J $»^-ffi(BEW#Wff$, rtJBSJSI BBS, *MHJ1 

*nK8ft{^S3V >Tfi, #3ft£>fV7 ? s'**£UC x PSSI(feCtl^) (polar-axis 
strength index) , XSSI(JEHS3ftft) (X-axis strength index) , YSSI(#pJx3ft&) ( 
Y-axis strength index) $rPJ^U7c 0 
[0042] ShamlWbi&LT, OVXS$T?W:PSSItfSl5. 1%, XSSI3&U4. 7%®4>Lfc 0 

ITX50S¥T?«, OVXI^lCjfc«U-C3o^)#3St*>r^7 !r y^^* s i - '<"Cii*P (PSSI 
riH6. 2%, YSSU6S24. 0%, XSSI^14. 2%i#j!}P) Ut 0 Z.CD&ot&ffig.^y'rvV 

E2I¥-C«. OVXl¥tJt^LT>XSSI^i5. 3%if;&P, YSSI^23. 5%i#AnUfco 

[0043] *4(c, nmmtmm<D7yYVfW„ ^^mmm^^^m^^^ 

[0044] [&4] 





Sham 


OVX 


E2 


ITX 100 


ITX 50 


fflJHf** (g) 
KffiftS (g) 
^'fffifi (mg) 


286 ± 21 
306+ 31 
780 ± 79 


294 ± 22 
333 ± 20* 
223 ± 45** 


296 ± 17 
299 ± 33** 
401 ±81*** 


296+ 21 
301 ± 15* 
238 ± 89 


284 ± 8 
318 ± 18 
231 ±69 



[0045] ShamSMcJfcfcfcUC, OVXP<^±8<7>#Sf3:*#<il;>JP (13. 4%)U MM 
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[0046] ITXiaE2i»/j:S«lrtST?f^ffi-*-Srt*S^lft$n$o ft#<fc9E 

[0047] ;£3893ta&»a»<&Ba8»4, •frabJ:5ffiot&K* J f , l»»!:fflv^4:*s-e#*. 
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